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In the Claims 

Please amend Claims 2, 17, 18, 36, 46, 66, 86 to 89, 92, 93, 96, and 104 as 
follows: 

2. (Amended) A compound as claimed in claim 1, wherein X is -O-, -S— , or 



17. (Amended) A compound as claimed in claim 1, which is l-[4-[4-[4-(6-fluoro- 
lH-indazol-3-yl)-l-piperazinyl]butoxy]-3-methoxyphenyl]ethanone or a 
pharmaceutical^ acceptable acid addition salt thereof. 

18. (Amended) A compound as claimed in claim 1, which is l-[4-[3-[4-(6-chloro- 
lH-indazol-3-yl)-l-piperazinyl]propoxy]-3-methoxyphenyl]ethanone or a 
pharmaceutical^ acceptable acid addition salt thereof. 

36. (Amended) An [antispsychotic] antipsychotic composition, which comprises a 
compound as claimed in claim 1, 25 ,26, 27, 28, or 29, in an amount sufficient to 
produce an antipsychotic effect, and a phaimaceutically acceptable carrier therefor. 



-NH- 



2 



Synn est v ed t 8c Lech ner llp 

Group Art Unit 1624 May 18, 2005 

Reissue Application No. 09/712,129 Attorney Docket No. P25,984-A REI 



46. (Amended Four times) A compound of the formula 




wherein 

I 

X is -Q-, -S-, -NH- or -NfR? ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl, 
(C^-C m ) cycloalkyl, aroyl, f C?-C n ) alkanoyl, and phenylsulfonyl 
groups; 

aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower aLkyI, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -Q-; 
(RiiJs 

-CH 2 -CH-CH-CH 2 -, 
— C H?— C=C— CH?— , 
-CH 2 -CH=CH-CH 2 -CH 2 -. 
-CH 2 -CH 2 -CH=CH-CH 2 -. 
-CH 2 -OC-CH 2 -CH 2 -. or 
-CH 2 -CH 2 -C=C-CH 2 -. 
the -CH-CH- bond being cis or trans; 
R is hydrogen, lower alkyl. lower alkoxy. hydroxyl. carboxyl. chlorine, fluorine. 

bromine, iodine, amino, lower mono or dialkylamino. nitro, lower alkyl thio. 
trifluoromethoxy. cyano. acylamino, trifluoromethyl, trifluoroacetvl. 
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aminocarbonyl, dialkylaminocarbonyl, formyl, -CC^OV alkyl, 
-C(=Q)-Q-alkvL -C(=OVarvh -Cf=OVheteroaryl. -CH(OR 7 >alkyl, 
-C(=W)-alkyl, -C(=W)-aryl. or -C(=W)-heteroaryl; 

where alkyl is lower alkyl; 

aryl is phenyl or 



wherein R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, 
fluorine, bromine, iodine, lower monoalkylamino. lower 
dialkylamino, nitro, cyano, trifluoromethyl, or trifluoromethoxy; 

heteroaryl is 



Rjn is hydrogen, lower alkyl, Cr-CN acyl, aryl. -C(=Q)-aryl, or 
-Cf=Q)-heteroaryl. 

wherein aryl and heteroaryl are as defined above; and 



m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S. Y is hydrogen, and R is 
hydrogen, Cr-CU alkyl, chlorine, fluorine, bromine, iodine, cyano, C \ —Cd 
alkoxy, or -COOR^ wherein Rt ^ is H or Cr-CU alkyl; 





where Q 1 is -Q-, -S- -NH-, or -CH=N-; 
W is CH 2 or CHR « or N-R q; 

R z is hydrogen, lower alkyl. or lower alkyl-(C=OV; 
R« is lower alkyl; 

Rq is hydroxy, alkoxy. or -NHR m ; and 
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all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 
addition salt thereof. 



t 
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66. (Amended four times) A compound of the formula 




wherein 

X is -CK -S-, -NH-. or -N(K Z Y 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl, (C^- 
Cin ) cycloalkyl, aroyl, (C?-C u ) alkanoyl, and phenylsulfonyl groups; 
aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is — Q-; 

(R j 3 is Rt o or Rti in which one or more carbon atoms of Rg o or Rr [ are substituted by 
at least one Cr-C ^ linear alkyl group, phenyl group or 



lower alkyleneyl 




wherein Zj_ is lower alkyl, -OH, lower alkoxy, -CF^, -NO?, -NH? or 
halogen, p as previously defined; 
Rto is -(CHA- where n is 2, 3, 4 or 5; 
RaOS 

-CH 2 -CH=CH-CH 2 - 
CH? C=C CH? . 
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-CH 2 -CH=CH-CH 2 -CH 2 - 

-CH 2 -CH 2 -CH=CH-CH 2 -. 

-CH 2 -C=C-CH 2 -CH 2 -. or 

— CH2~CH?~C^C— CH?— , 

the -CH=CH- bond being cis or trans; 



R is hydrogen, lower alkyl, lower alkoxy, hydroxy!, carboxyl, chlorine, 

fluorine, bromine, iodine, amino, lower mono or dialkylamino, nitro, 
lower alkyl thio, trifluoromethoxy, cyano, acylamino, trifluoromethyl, 
trifluoroacetyh aminocarbonyl, monoalkylaminocarbonyl, 
dialkylaminocaibonyl, formyl,-C(=OValkyl, -Cf=Q)-Q-alkyL 
-C(=OV-arvl -C(-QVheteroaryl,-CHfOR 7 Valkyl, -C(=W)-alkyl, 
-C(=WV-arvl or -C(-W)-heteroaryl; 



where R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, 
chlorine, fluorine, bromine, iodine, lower 
monoalkylamino, lower dialkylamino, nitro, cyano, 
trifluoromethyl, or trifluoromethoxy; 



wherein alkyl is lower alkyl; 
aryl is phenyl or 




heteroaryl is 




wherein Q 2 is -Q-, -S-, -NH- or -CH=N-; 
W is CH 2 or CHR r or N-R o; 
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R? is hydrogen, lower alkyl, or lower alkyl-fOOV-; 
R R is lower alkyl; 

Rq is hydroxy, alkoxy, or -NHR m ; and 

Rio is hydrogen, lower alkyl, C^-C^ acyl, aryl, 

-C(=OV-aryL or -C(=OVheteroarvl. 

wherein aryl and heteroaryl are as defined above; and 

m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 
hydrogen, C^-CU alkyl, chlorine, fluorine, bromine, iodine, cyano, C^-C d 
alkoxy, or -COOR^ 

wherein Rr * is H or C j_ — CU alkyl; 

with the exclusion of compounds wherein X is -S- R ^ is R^ o , R is H, and m=l; 

all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable 
acid addition salt thereof. 
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86. (Amended four times) A pharmaceutical composition, which comprises a 
compound of the formula 



(R) 



m 




N N — (R,)— O (' ^ 

\ / 



wherein 

X is -Q-, -S- -NH~ or -N(R 2 ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl, 

(Cv-C _m ) cycloalkyl, aroyl, fC^-C r ^alkanoyl, and phenylsulfonyl 

groups; 
aryl is as defined hereinafter; 
p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -Q-; 
(R,lis 

-CH 2 -CH=CH-CH Z -, 
— CH?~C— C— CH?— , 
-CH Z -CH=CH-CH 2 -CH ? - 
-CH Z -CH2-CH=CH-CH 2 -. 
-CH Z -C=C-CH Z -CH 2 -. or 
— CH?— CH^—C — C— CH?— , 
the -CH^CH- bond being cis or trans; 
R is hydrogen, lower alkvL lower alkoxy, hydroxyl, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio. 
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trifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetyl, 
aminocarbonyl, dialkylaminocarbonyl, formyl, — C(=Q)-alkyl, 
-C^OV-O-alkvl, -C(=OVaryl, -C(=OV-heteroaryl, -CHf OR 7 V-alkvl 
-C(=WV-alkvL -C(=WV-aryL or -C(=W)-heteroaryl; 

wherein alkyl is lower alkyl; 

arvl is phenyl or 



wherein R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, fluorine, 
bromine, iodine, lower monoalkylamino, lower dialkylamino, nitro, 
cyano, trifluoromethyl, or trifluoromethoxy; 
heteroaryl is 



wherein Q 2 is -O- -S-, -NH-, or -CH-N-; 
W is CH 2 or CHR « or N-R £ ; 

R7 is hydrogen, lower alkyi or lower alkyl-(C=OV; 
Rs is lower alkyl; 

Rg is hydroxy, alkoxy, or -NHR u u and 

Rm is hydrogen, lower alkyl, Cj-Ci acyl, aryl, 

-C(=OV-arvl or -C(=Q Vheteroaryl, 

where aryl and heteroaryl are as defined above; and 

m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 
hydrogen, C i-CU alkyl, chlorine, fluorine, bromine, iodine, cyano, O -C4 
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alkoxy. or -COOR^. wherein is H or C^-Cd alkyl; 
all geometric, optical and stereoisomers thereof, or a pharmaceuticallv acceptable acid 
addition salt thereof, and a pharmaceuticallv acceptable carrier therefor. 
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87. (Amended four times) A pharmaceutical composition, which comprises a 
compound of the formula 

(R) m 




-*'>-°-0 



wherein 



I 



X is ~CK -S- -NH- or -NfR^ V 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl. aryl. 
(C r Cio) cycloalkyl, aroyl, (C^-C u ) alkanoyl, and phenylsulfonyl 
groups; 

aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1 ; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -Q-; 

(R j ) is Rt o or Kt i in which one or more carbon atoms of R? o or Kt ± are substituted by 
at least one Or- CU linear alkyl group, phenyl group or 



lower alkyleneyl 




wherein Z L is lower alkyl, -OH, lower alkoxy, -CF^, -NO?. -NH? or halogen, 

and p as previously defined; 
R?o is -(CHA- where n is 2, 3, 4 or 5; 



R21 is 
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-CH 2 -CH=CH-CH 2 - 
— CH?_ — C=C — CH? — , 
-CH 2 -CH=CH-CH 2 -CH 2 - 
-CH 2 -CH 2 -CH=CH-CH,-. 
-CH 2 -C=C-CH 2 -CH 2 -. or 
— C H^— CH?~C=C— CH? 
the -CH=CH- bond being cis or trans; 
R is hydrogen, lower alkyl, lower alkoxy, hydroxy!, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio, 
tiifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetyl, 
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, formyl, 
-C(=OValkvl -C(=OVO-alkvl, -Cf=OVarvL 

-C(-OVheteroaryl,-CH(OR 7 Valkyl, -C(=WValkyh -C(=WVarvL or 
-C(^WVheteroaryl; 

wherein alkyl is lower alkyl; 

aryl is phenyl or 



wherein R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, fluorine, 
bromineqodine, lower monoalkylamino, lower dialkylamino, nitro, 
cyano, trifluoromethyl, or trifluoromethoxy; 
heteroaryl is 





wherein is -CK -S- -NH- or -CH=N-; 
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W is CH 2 or CHR « or N-R 2 ; 

Ri is hydrogen, lower alkyl, or lower alkyl-f OO)-; 
Rr is lower alkyl; 

Rq is hydroxy, alkoxy, or -NHR in ; and 

Rin is hydrogen, lower alkyl, Q-Ci acyl, aryl, 

-C(=OVaryl, or -C(=OVheteroaryl, 

wherein aryl and heteroaryl are as defined above; and 

m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 
hydrogen. C^ -Cd alkyl, chlorine, fluorine, bromine, iodine, cyano, Cr-CU 
alkoxy, or -COORr ? wherein Rr * is H or C 1 C4 alkyl; 

with the exclusion of compounds wherein X is -S-, R^ is R^n . R is H, and m=l ; 

all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 
addition salt thereof, and a pharmaceutically acceptable carrier therefor. 
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88. (Amended four times') An antipsychotic composition, which comprises a 
compound of the formula 




wherein 

I 

X is ~CK -S- -NH- or -N(R Z ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl 
(C^-C u) ) cycloalkyl, aroyl, (C^-C n ) alkanoyl, and phenvlsulfonyl 
groups; 

aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -Q-; 

(Riiis 

-CH Z -CH^CH~CH 2 - 
— CH?— C=C— CH Z ~., 
-CH 2 -CH=CH-CH 2 -CH 2 -. 
-CH 2 -CH 2 -CH=CH-CH 2 - 
-CH 2 -C=C-CH 2 -CH 2 -. or 
— CH?— CH?— C=C~ CH?— , 
the -CH=CH- bond being cis or trans; 
R is hydrogen, lower alkyl, lower alkoxy, hydroxyl, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio, 
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trifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetvl, 
aminocarbonyl, dialkylaminocarbonyl, formyl, -C(=OV-alkyl, 
-C(=OVO-alkyl, -Cf^OVaivl, -C(=OVheteroaryl, 
-CH(OR 7 >alkyl, -C(=WValkyl, -C(=W)-aryl, or 
-Cf-WVheteroaryl; 

wherein alkyl is lower alkyl; 

aryl is phenyl or 



wherein Rs is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, 
fluorine, bromine, iodine, lower monoalkylamino, lower 
dialkylamino, nitro, cyano, trifluoromethyl, or trifluoromethoxy; 

heteroaryl is 



wherein Q 1 is -Q-, -S- -NH- or -CH=N-; 
W is CH Z or CHR * or N-R q; 

R7 is hydrogen, lower alkyl, or lower alkyl-(C=OV; 
Ra is lower alkyl; 

Rq is hydroxy, alkoxy, or -NHR ro ; and 



Rin is hydrogen, lower alkyl, C^-Ci acyl, aryl, -Cf=Q)-aryl, or 
-C( =Q)-heteroaryl, 

wherein aryl and heteroaryl are as defined above; and 



m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 
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hydrogen, C^—C d alkyl, chlorine, fluorine, bromine, iodine, cyano, 
alkoxy, or -COOR^where R? i * s H or Cr-CU alkyl; 
all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 
addition salt thereof, in an amount sufficient to produce an antipsychotic effect 
and a pharmaceutically acceptable carrier therefor. 
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89. (Amended four times) An antipsychotic composition, which comprises a 
compound of the formula 

(R)m 




wherein 

I 

X is -Q-, -S-, -NH-, or -N(R 2 ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl, (C^-C rn) 

cycloalkyl, aroyl, (Ct-C u ) alkanoyl, and phenylsulfonyl groups; 
aryl is as defined hereinafter; 
p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -Q-; 

(R \ ) is Rt o or in which one or more carbon atoms of R? n or Rr ^ are substituted by 
at least one C j_ — C g linear alkyl group, phenyl group or 



lower alkyleneyl 




wherein Z i is lower alkyl, -OH, lower alkoxy, -CF^, -NO?, -NH? or halogen; 

and p is as previously defined; 

R? o is -fCHV )n -% where n is 2, 3, 4 or 5; 

R^js 
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-CH 2 -CH=CH-CH 2 -, 

— CH?— C=C— CH? - ^ 

-CH 2 -CH=CH-CH 2 -CH 2 -. 

-CH Z -CH 2 -CH=CH-CH Z - 

-CH 2 -C=C-CH ? -CH,-. or 

— CH?~CH?~C=C— CH?— , 

the -CH=CH- bond being cis or trans; 



R is hydrogen, lower alkyl, lower alkoxy, hydroxyl, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio, 
trifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetyl, 
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, formyl, 
-C(=Q)-alkyL -C(=Q)-Q-alkyl, -C(-OVaryl, -C(-Q)-heteroaryl, 
-CH(OR z Valkyl, -C(=WV-alkvl -C(=W)-arvl, or -C(=W)-heteroaryl; 
wherein alkyl is lower alkyl; 
aryl is phenyl or 



wherein R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, fluorine, 

bromine, iodine, lower monoalkylamino, lower dialkylamino, nitro, cyano, 
trifluoromethyl, or trifluoromethoxy; 
heteroaryl is 





wherein Q 2 is -CK -NH-, or -CH=N-; 
W is CH 2 or CHR s or N-R 2 ; 
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R? is hydrogen, lower alkyl, or lower alkyl-C=Q)-; 
Rr is lower alkyl; 

Rq is hydroxy, alkoxy, or -NHR in ; and 

Rm is hydrogen, lower alkyl, C i -C^ acyl, aryl, 
-C(=Q)-aryl, or -Cf^OVheteroaryl, 
wherein aryl and heteroaryl are as defined above; and 



m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 

hydrogen, C L -Cd alkyl, chlorine, fluorine, bromine, iodine, cyano, 

alkoxy, or -COORr ^ wherein R9 3 is H or O-C4 alkyl; 
with the exclusion of compounds wherein X is -S-, R ^ is R? n , R is H, and m=l ; 
all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 

addition salt thereof, in an amount sufficient to produce an antipsychotic effect 

and a pharmaceutically acceptable carrier therefor. 
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92. (Amended four times) An analgesic composition, which comprises a 
compound of the formula 




wherein 

I 

X is -Q-, -S-, -NH-, or -N(R Z ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkvL aryl, 

(C^-C n Qcycloalkyl, aroyl, (C^-C^alkanoyl, and phenylsulfonyl groups; 
aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1 ; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -Q-; 

(Eilis 

-CH Z -CH=CH-CH Z -, 
— CH9.— C^C— GU Z — , 
-CH 2 -CH=CH-CH 2 -CH 2 - 
-CH 2 -CH 2 -CH=CH-CH 2 - 
-CH Z -C=C-CH 2 -CH 2 -. or 
— C Hx~ C H Z ~C— C— CH? - , 
the -CH=CH- bond being cis or trans; 
R is hydrogen, lower alkyl, lower alkoxy, hydroxyl, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio, 
trifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetyl, 
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aminocarbonyl, dialkylaminocarbonvl, formyl, -C(=Q)-alkvK 
-Cr=0>-Q-alkvL -C(=OVarvl. -C(=OVheteroaryl, 
-CH(OR 7 Valkvl-C(=WValkvh -C(=WVarvl or 
-Cr=WVheteroarvl; 

wherein alkyl is lower alkyl; 

aryl is phenyl or 



wherein R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, fluorine, 
bromine, iodine, lower monoalkylamino, lower dialkylamino, nitro, 
cyano, trifluoromethyl, or trifluoromethoxy; 
heteroaryl is 



Rio is hydrogen, lower alkyl, C^-C^ acyl, aryl, 
-C(-Q)-aryl, or -Cf =OV-heteroarvL 
wherein aryl and heteroaryl are as defined aboye; and 



m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 
hydrogen, Cr-C * alkyl, chlorine, fluorine, bromine, iodine, cyano, C^-C a 





wherein Q 1 is -Q-, -S- -NH- or -CH=N-; 
W is CH 2 or CHR « or N-R 2 ; 

R7 is hydrogen, lower alkyl, or lower alkyl-fC=Q)-; 
Rr is lower alkyl; 

Rq is hydroxy, lower alkoxy, or -NHRj q ; and 
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alkoxy, or -COOR? ^ wherein Rr * is H or C \ -Cd alkyl; 
all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 
addition salt thereof, in an amount sufficient to produce a pain-relieving effect, 
and a pharmaceutically acceptable carrier therefor. 
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93. (Amended four times) An analgesic composition, which comprises a 
compound of the formula 




(R) m 



/ \ 

N N- 



wherein 

X is -S- -NH-, or -NfR 2 ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl, (Qt-O m) 
cycloalkyl, aroyl, (C?-C u ) alkanoyl, and phenylsulfonyl groups; 
aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1 ; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is -O— ; 

(Rj) is Rt o or R^ in which one or more carbon atoms of R? o or R^ are substituted by 
at least one C 1 linear alkyl group, phenyl group or 



lower alkyleneyl 




wherein Z\ is lower alkyl, -OH, lower alkoxy, -CF^, -NO% -NH9 or 
halogen; and p is as preyiously defined; 
Rto is -(CH9)n- where n is 2, 3, 4 or 5; 
R21JS 
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-CH 2 -CH=CH-CH 2 -. 

— CH?~C— C—CH?— , 

-CH 2 -CH=CH-CH 2 -CH 2 -. 

-CH 2 -CH 2 -CH=CH-CH 2 - 

-CH 2 -C=C-CH 2 -CH 2 -. or 

— CH?~CH?~C— C— GH?— , 

the -CH=CH- bond being cis or trans; 



R is hydrogen, lower alkyl, lower alkoxy, hydroxyl, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio, 
trifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetyl, 
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, formyl, 
-Cf=OV-alkvL -Cf=OVO-alkvL -Cf=OV-arvL 

-Cr^OVheteroaryl-CHfOR T Valkyl, -C(=WValkyl, -C(=WV-aiyL or 
-Cf=WV-heteroaryl; 

wherein alkyl is lower alkyl; 

aryl is phenyl or 



wherein R s is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, 
fluorine, bromine, iodine, lower monoalkylamino, lower 
dialkylamino, nitro, cyano, trifluoromethyl, or trifluoromethoxy; 

heteroaryl is 





wherein Q 1 is -O- -S- -NH-. or -CH=N-; 
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W is CH 2 or CHR « or N-R q; 

R? is hydrogen, lower alkyl, or lower a1kyl-(C=Q)-; 
R« is lower alkyl; 

Rq is hydroxy, lower alkoxy, or -NHR in ; and 

Rm is hydrogen, lower alkyl, C^-Ci acyl, aryl, 
-C(=OV-aiyL or -C(=OVheteroaryl 
wherein aryl and heteroaryl are as defined aboye; and 

m is 1, 2, or 3; 

with the exclusion of compounds wherein X is O or S, Y is hydrogen, and R is 

hydrogen, O-C 4 alkyl, chlorine, fluorine, bromine, iodine, cyano, O-C4 

alkoxy, or -COOR^ wherein R^ is H or C1-C4 alkyl; 
with the exclusion of compounds wherein X is -S-, is R? o , R is H, and m^l; 
all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 

addition salt thereof, in an amount sufficient to produce a pain-relieving effect, 

and a pharmaceutically acceptable carrier therefor. 
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96. (Amended three times) An analgesic composition, which comprises a 
compound of the formula 

(R)m 




wherein 

X is -CK -S- -NH- or -NfR? ); 

R? is selected from the group consisting of lower alkyl, aryl lower alkyl, aryl, (Cy-Cw) 
cycloalkyl, aroyl, (C?-C u ) alkanoyl, and phenyl sulfonyl groups; 
aryl is as defined hereinafter; 

p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl, nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy, or halogen when p is 2 and X is — O— ; 
n is 2, 3, 4 or 5; 

R is hydrogen, lower alkyl, lower alkoxy, hydroxyl, carboxyl, chlorine, fluorine, 

bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio, 
trifluoromethoxy, cyano, acylamino, trifluoromethyl, trifluoroacetyl, 
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, formyl, 
-C(=OValkyl, -Cf-OVO-alkyl, -C(=OVarvl. -C(-OVheteroaryl, 
-CHrOR v Valkyl, -C(=W)-alkyl, -C(=wVarvL or -Cf=WVheteroarvl; 

wherein alkyl is lower alkyl; 

aryl is phenyl or 
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wherein Rs is hydrogen, lower alkyl, lower alkoxy, hydroxy, chlorine, 
fluorine, bromine, iodine, lower monoalkylamino, lower 
dialkylamino, nitro, cvano, trifluoromethyl, or trifluoromethoxy; 

heteroaryl is 



Q 1 is -CK -S- -NH- or -CH=N-; 
W is CH Z or CHR « or N-Rq; 

R? is hydrogen, lower alkyl. or lower alkyl— (C=Oy-; 
Rx is lower alkyl; 

Rq is hydroxy, lower alkoxy. or -NHR k k and 

R_m is hydrogen, lower alkyl, Cv-C* acyl, aryl, 
-C(=OVarvl. or -C(-Q Vheteroaryl, 



m is 1, 2. or 3; 

with the proviso that at least one R is selected from the group consisting of 

dialkylaminocarbonyl, formyl, — C(=W)— aryL and -C(=W)-heteroaryl ; 
with the exclusion of compounds wherein X is O or S. Y is hydrogen, and R is 

hydrogen, Cj_-Ca alkyl, chlorine, fluorine, bromine, iodine, cyano, C^-Ca 

alkoxy, or -COOR^ wherein R^ is H or C ^ -C a alkyl; 
with the exclusion of compounds wherein X is -S-, R ^ is R? n , R is H, and m=l; 
all geometric, optical and stereoisomers thereof, or a pharmaceutically acceptable acid 

addition salt thereof, in an amount sufficient to produce a pain-relieving effect. 




where aryl and heteroaryl are as defined above; and 
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and a pharmaceutically acceptable carrier therefor. 
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104. (Amended three times) A compound as claimed in claim 96, wherein X is 
-O- -S-, or -NH— ; Y is H, CL F, or -CF^; R is selected from the group consisting of 
hydrogen, C j_ — C* alkyl, C i_ — O* alkoxy, -OH, Ch F, Br, L Qr-C^ monoalkylamino, 
acylamino, -NO?, -OCF^ and -CF^; and n is 2, 3, or 4. 
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